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ABSTRACT

Objective: The efficacy and safety of afatinib in elderly patients with EGFR-mutated non-small-cell lung cancer
(NSCLC) have not been evaluated. This study aimed to assess the efficacy and safety of afatinib in elderly
chemotherapy-naive patients with NSCLC harboring sensitive EGFR mutations.

Materials and Methods: We prospectively assessed the clinical effects of afatinib as a first-line treatment for
elderly (age =70 years) NSCLC patients with EGFR mutations (exon 19 deletion or exon 21 L858R mutation). All
patients were initially administered afatinib (30 mg/day).

Results: Between May 2014 and August 2017, 40 patients (13 men, 27 women) with adenocarcinoma were
included in our analysis. The median age was 77 years (range, 70-85 years). The dose was reduced in 19
patients. The objective overall response and disease control rates were 72.5% and 100%, respectively, and the
median progression-free survival and overall survival were 12.9 months and not reached, respectively. Common
adverse events (AEs) included diarrhea, rash/acne, and anemia. Major grade 3 or higher toxicities included
diarrhea (12.5%), mucositis (7.5%), and pneumonitis (7.5%). Afatinib treatment was discontinued in 8 patients
owing to AEs of elevated amylase (n = 1), liver dysfunction (n = 1), rash/acne (n = 1), nail change (n = 1),
anorexia (n = 2), pneumonitis (n = 2), and diarrhea (n = 2). Two patients died due to treatment-related
pneumonitis.

Conclusions: This is the first study that verified the efficacy and feasibility of first-line chemotherapy with afa-
tinib at 30 mg/day in elderly patients with advanced NSCLC harboring sensitive EGFR mutations. First-line
afatinib of 30 mg/day could be a treatment option in this patient population.



Table 2

Table 1 Response Rate of Treatment With Afatinib.
Patients Characteristics.
Response N =40 (%)
?—Characteristics N = 40 (%)
CR 1 2.5
Sex PR 28 70
Women 27 67.5 IS)II)) (1)1 37'5
Men 13 32.5 Response rate (%) 72.5
Age Disease control rate” (%) 100
Median 77
Range 70-85
Smoking status A
Never 31 77.5 100~
Former 9 22.5 — n=40
Current 0 0 > 80-
Performance status =
0 18 45 ‘;; 60
1 21 52.5 g 404
2 1 2.5 a8
Stage 2]
[1IB 0 0 a2
IV 34 85 0 N : : : .
Postoperative recurrence 6 15 0 6 12 18 24 30 36 42 48 54
Histology Time (months)
Adenocarcinoma 40 100
EGFR mutation type B
ex19 deletion 22 55 100-
ex21 L858R 18 45 Q n =40
1 e 80-
Comorbidity =
Hypertention 12 30 ; 60-
Diabetes Mellitus 4 10 = 2z
Ar rythmla 3 7.5 ‘2 40 -
COPD 1 2.5 o
Dose reduction (30 mg—20 mg) g 20 -
Yes 19 47.5 o
No 21 52.5 0 T

0 6 12 18 24 30 36 42 48 54
Time (months)




Table 3
Safety—Nonhematologic and Hematologic or Laboratory Adverse Events.

NCI-CTCAE Grade (Ver 3.0)

Event 1 2 3 4 5 =3 (%)
39 )\ @ VC
Nonhematologic adverse events . ¢
Fatigue 5 2 0 0 - 0 (0) 33 Reason fqr dose reduction
Dry skin 8 S 1 - - 1(2.5) : N ;;::Le/x laacne/ nail changes
Nail changes 6 7 2 - - 2(50 2 ;g;ﬁiﬁs
Pruritus 6 1 0 - - 0 (0) z Liver dysfunction
Rash/acne 15 11 2 0 0 2 (5.0) 2
Urticaria 4 1 o - - 0(0 ;j —20ne
Anorexia 5 9 2 0 0 2(50 s | — .-
Diarrhea 19 7 5 0 0 5(12.5) ;
Mucositis 9 o 3 0 0 3 (7.5) 9
Nausea 1 2 1 0 0 1(25) i
Vomiting 0 2 0 0 0 0 (0) 3
[nfection - 110 0 1(25 6w m wm @ e m m w  w ww ow ow o
Pneumonitis 1 0 1 0 2 3 (7.5) Time (days)
Hematologic or laboratory adverse Fig. 2. Treatment duration and afatinib dosage in the overall population. ¥: case of CR or PR; C: continuing protocol treatment.
events
Hemoglobin 20 4 0 0 0 0 (0)
ALT - 1 2 0 - 2 (5.0)
AST 1 1 2 0 - 2 (5.0)
Bilirubin 1 1 0 0 - 0 (0)
Amylase 0 0 0 1 - 1(25)




Table 4

A summary of reports regarding EGFR-TKI treatments in elderly patients with epidermal growth factor receptor-mutated non-small cell lung cancer.

Author Drug No. of Study design Sex (male/  ECOG PS (0/ Histology (Ad/ Smoking history EGFR mutation type Age (years) Median age  Response rate  Median PFS Median OS
Pts female) 1/2/3/4) Sq/Other) (Yes/No) (ex19del/ex21 L858R/ (range) (%) (months) (months)
other)
Maemondo et al.  GEF 31 Prospective 25/6 16/13/2/0/  30/0/1 8/23 NR =75 80.3 (75-89) 74 12.3 33.8
[13] 0
Fujita et al. [14] GEF 22 Prospective 5/17 8/14/0/0/0  21/1/0 6/16 6/14/2 =70 81 (71-85) 45.5 9.7 27.9
Takahashi et al, GEF 20 Prospective 7/13 13/5/2/0/0  20/0/0 6/14 12/8/0 =70 79.5 (72-90) 70 10 26.4
[15]
Uruga et al. [16] GEF 9 Retrospective 1/8 4/3/1/1/0 9/0/0 0/9 5/3/1 =70 79 (73-89) 66.7 13.1 17.2
Tateishi et al. [17] GEF 55 Retrospective 16/39 21/25/0/0/  55/0/0 16/39 31/24/0 =75 81.1 (75-94) 727 13.8 29.1
0
Kuwakoetal, [18] GEF 62 Retrospective 17/45 17/27/7/ 61/0/1 15/47 24/38/0 =75 80 (75-89) 61.3 13.2 19
10/1
Morikawa et al. GEF 71 Retrospective (pooled  19/52 34/31/6/0/  64/0/4 18/53 35/32/4 =70 75 (70-89) 73.2 14.3 30.8
[19] analysis) 0
Inoue et al, [21] ERL 32 Prospective 9/23 22/9/1/0/0  32/0/0 9/23 12/20/0 =75 80 (75-87) 56.3 15.5 Not reached
Wu et al. [32] AFA 19 Prospective (subgroup 5/14 3/16/0/0/0  19/0/0 6/13 7/12/0 =75 79 (75-86) NR 14.7 27.9
analysis)
Current report AFA 40 Prospective 13/27 18/21/1/0/  40/0/0 9/31 22/18/0 =70 77 (70-85) 72.5 12,9 Not reached
0

Pts, patients; ECOG PS, Eastern Cooperative Oncology Group performance status; Ad, adenocarcinoma; Sq, squamous cell carcinoma; EGFR, epidermal growth factor receptor; PFS, progression-free survival; OS, overall
survival; NR, not reported; GEF, gefitinib; ERL, erlotinib; AFA, afatinib.



